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The present invention relates to a novel dosage form, to a process for 
preparing the dosage form and to the use of the dosage form in the treatment 
of neurol. and psychiatric disorders. Tablets containing 

6- (3-cyclobutyl-2, 3,4, 5-tetrahydro-lH-benzo [d] azepin-7-yloxy ) -N- 
methylnicotinamide were prepared 

720690-73-3 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical dosage form for oral administration) 
720690-73-3 CAPLUS 

3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 

7- yl) oxy] -N-methyl- (CA INDEX NAME) 
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bioactivity 
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US 2007-950560 20071205 
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AB The invention discloses an in vivo method for determining the bioactivity of 
chemical compds . as histamine 3 receptor (H3R) ligands, and provides animal 
models to determine such bioactivity. The invention further discloses methods 
for screening therapeutic compds. demonstrating a desired property, using 
such methods and models described. Preparation of H3R antagonist (3aR, 
6aR) -2- [ 4 ' - (5-methylhexahydropyrrolo [3, 4-b] pyrrol- 1-yl ) biphenyl-4-yl ] -2H- 
pyridazin-3-one is described. 
IT 720690-73-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(GSK 189254A; EEG-based determination of histamine 3 (H3) receptor 
bioactivity) 

RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 
7-yl) oxy] -N-methyl- (CA INDEX NAME) 
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Polymorphic form of 
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Borrett, Gary Thomas; Wilson, David Matthew; Bailey, 
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AB A polymorphic form of 6- (3-cyclobutyl-2, 3, 4, 5-tetrahydro-lH-benzo [d] azepin- 
7-yloxy) -N-methyl-nicotinamide hydrochloride (I) is characterized by one 
or both of the following: an X-ray powder diffraction spectrum comprising 
peaks at 5% or greater relative intensity of 2 T box = 4.6 and 9.2 
(corresponding to lattice spacings of 19.2 angstrom and 9.6 angstrom, 
resp.) an onset of melting in the range 233-240°C, as measured by 
DSC. The polymorph may be prepared by treating a solution of the free base, 

6- (3-cyclobutyl-2, 3,4, 5-tetrahydro-lH-benzo [d] azepin-7-yloxy ) -N-methyl- 
nicotinamide, in methanol with one equivalent of a chloride source (such as 
acetyl chloride or HC1), followed by crystallization with at least 1.5 vols. 

of Et 

acetate. The polymorph may be used in medicine to treat neurol., 
psychiatric, sleep and gastrointestinal disorders, pain, epilepsy and 
obesity. Preparation of I according to above method is disclosed, yield=77%. 
IT 720690-73-3 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(polymorphic form of cyclobutylbenzodiazepin nicotinamide hydrochloride 
derivative for the treatment of neurol. diseases) 
RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 

7- yl) oxy] -N-methyl- (CA INDEX NAME) 
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AB Title compds . [I; A = (Ph-, cycloalkyl-interrupted) alkylene, alkenylene, 
alkynylene; B = NHC(:X)NHD, C(:X)NHD, C(:X)SD, etc.; D = alkyl, alkenyl, 
alkynyl, cycloalkyl, aryl, acyl, heterocyclyl , etc.; X = O, S, imino, 
(substituted) CH2], with specific exceptions, were prepared Thus, 
3 , 4-methylenedioxyphenyl isothiocyanate and 

3- ( lH-imidazol-l-yl ) propylamine were refluxed together for 2 h in EtOH to 
give 51.3% 1- [ 3- ( lH-imidazol-l-yl ) propyl ] -3- ( 3 , 4-dimethoxyphenyl ) thiourea . 
The latter showed an IC50 = 0.22 |uM for inhibition of glutaminyl 
cyclase. Peptide inhibitors of dipeptidyl peptidase IV were also prepared 

IT 720690-73-3, GSK 189254A 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(preparation of imidazoles as inhibitors of glutaminyl cyclase) 

RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3,4, 5-tetrahydro-lH-3-benzazepin- 
7-yl) oxy] -N-methyl- (CA INDEX NAME) 
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AB Title compds. I [A = alkyl, alkenyl, alkynyl, etc.; B = substituted 

thiourea, urea, amide, etc.] and their pharmaceutical acceptable salts, 
are prepared and disclosed as glutaminyl cyclase inhibitors. Thus, e.g., II 
was prepared by coupling of lH-imidazole-l-propanamine with the 
corresponding isothiocyanate . The inhibitory activity of I towards DP IV 
was evaluated using chromogenic enzyme assay and it was revealed that 
selected compds. of the invention displayed Ki values in the range of 0.06 
up to 204.5 (iM. I as glutaminyl cyclase inhibitors should prove useful 
in the treatment of Alzheimer's disease, depression and dementia. 
Pharmaceutical compns. comprising I are disclosed. 

IT 720690-73-3, GSK 189254A 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(claimed co-drugs; preparation of imidazolyl thiourea derivs. as inhibitors 
of glutaminyl cyclase) 

RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 
7-yl) oxy] -N-methyl- (CA INDEX NAME) 
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The invention discloses the use of a serotonin reuptake inhibitor and a H3 
receptor antagonist, inverse ag< 
a pharmaceutical composition fo: 
and other affective disorders 
anxiety, obsessive compulsive 



partial agonist for the preparation of 
the treatment of depression, anxiety disorders 
such as generalized anxiety disorder, panic 
isorder, acute stress disorder, post 



raumatic stress disorder and social anxiety disorder, eating disorders 
such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual 
syndrome, cognitive disorders, impulse control disorders, attention 
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deficit hyperactivity disorder, drug abuse or any other disorder 
responsive to serotonin reuptake inhibitor. 
IT 720690-73-3, GSK 189254A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(combination of serotonin reuptake inhibitor and H3 receptor 
antagonist, inverse agonist or partial agonist, and therapeutic use) 
RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 
7-yl) oxy] -N-methyl- (CA INDEX NAME) 
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AB The title compds . [I; Rl = cycloalkyl optionally substituted by alkyl; R2 
= H, alkyl, X ( cycloalkyl ) , X(aryl), etc.; X = a bond, alkyl; R3 = halo, 
alkyl, alkoxy, CN, NH2, CF3; n = 0-2], useful in the treatment of neurol. 
and psychiatric disorders, were prepared Thus, reacting 
7-benzyloxy-l, 2, 4, 5-tetrahydrobenzo [d] azepine (preparation given) with 
cyclobutanone in the presence of NaBH(OAc)3 afforded I [Rl = cyclobutyl; 
R2 = CH2Ph; n = 0] which showed pKb of 9.0-10.5 in the histamine H3 
functional antagonist assay. The pharmaceutical composition comprising the 
compound I is claimed. 

IT 720690-73-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of benzo [d] azepine derivs. as antagonists and/or inverse 
agonists of the histamine H3 receptor for the treatment of neurol. 
disorders) 
RN 720690-73-3 CAPLUS 

CN 3-Pyridinecarboxamide, 6- [ ( 3-cyclobutyl-2 , 3, 4, 5-tetrahydro-lH-3-benzazepin- 
7-yl) oxy] -N-methyl- (CA INDEX NAME) 
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